Uveal melanoma is the most common primary intraocular malignant tumor in adult. Here, we present a patient who died due to hepatic encephalopathy, which was attributed to liver metastasis, which occurred nine years after the revelation of the uveal melanoma.
Introduction
Uveal melanoma is the most common primary intraocular malignant tumor in adults [1] . After cutaneous melanoma, it is the second most common type of primary melanoma, representing about 3%-5% of all melanoma diagnoses [2] . Here, we present a patient who died due to hepatic encephalopathy, which was attributed to liver metastasis, which occurred nine years after the revelation of the uveal melanoma.
Clinical Summary
A 65-years-old male patient presented to the hospital due to abdominal pain in the right upper quadrant of fifteen days' duration. From his past medical history, the patient had been diagnosed with uveal melanoma of the right eye nine years before for which he had received local radiotherapy.
On clinical examination, the patient appeared icteric, while his liver was palpable and rough. Abnormal laboratory values were as follows: bilirubin: 8.38 mg/dl, gamma-glutamyl-transferase: 931 IU/L, alkaline phosphatase: 553 IU/L and ammonia levels: 112.1 μmol/L. The patient's computed tomography confirmed the presence of hepatomegaly (diameter = 24 cm) and revealed multiple lesions in the liver, the diameter of the largest one being d = 18 cm ( Figure 1) . Unfortunately, the patient died due to hepatic encephalopathy and multiple organ dysfunction syndrome. dacarbazine, treosulfan, temozolomide, fotemustine, cisplatin as well as combination therapies, such as bleomycin, vincristine, lomustine, and dacarbazine. The response rate to systemic chemotherapy is very poor ranging from 0% to 15%, with no evidence that it extends survival in patients with metastatic uveal melanoma. Median survival of patients who develop liver metastasis is reported to be 6 to 7 months, and the one-year survival rate is estimated to be 10% to 15% [9, 10] . Furthermore, a few cases of spontaneous rupture of metastatic hepatic melanoma have been reported [11] .
The median time to systemic tumor recurrence in recently published review of uveal melanoma cases was three years and four months. The incidence of recurrence 10 or more years after initial diagnosis was only 2.4% [12, 13] .
Our patient died due to hepatic encephalopathy that was attributed to liver metastases, among which one with 18 cm diameter. These liver metastases were detected nine years after the first occurrence of uveal melanoma, which was treated with local radiotherapy, but not encapsulation of the eye.
To our knowledge, this is one of the few case reports in the literature, with such a late recurrence of a systemic metastasis of uveal melanoma. These metastases, which could not be resected, led our patient to death due to hepatic encephalopathy without having any systemic chemotherapy, because of the high bilirubin levels (8.38 mg/ dl). This case may support the notion that uveal melanoma strikes back even after many years of the revelation of the uveal melanoma and therefore close monitoring of the patients for many years is mandatory.
Pathological Findings
The patient underwent liver biopsy from this mass and histological examination revealed extensive infiltration of liver tissue by a malignant tumour with solid growth pattern, spindle cells, prominent nucleoli, necrosis, pigment and multiple melanophages. Immunohistochemistry was positive for Melan-A, HMB45, S-100 protein and MITF-1, compatible with metastasis from uveal melanoma (Figure 2 ).
Discussion
The mean incidence of uveal melanoma in the United States is 5 new cases per million people, approximately [2] . The peak incidence of uveal melanoma occurs from 65 to 70 years [3] . About 98.8% of the cases occur in Caucasians. Primary uveal melanoma arises from melanocytes located in the uveal tract, which comprises the iris, the ciliary body, and the choroid of the eye [3] . Melanomas of the posterior uveal tract, which are diagnosed late due to their location, tend to be more aggressive, metastasize often, and have the worst prognosis [3, 4] . Mutations in genes GNAQ, GNA11 and PTEN, the helix-loop-helix inhibitor ID2, miRNA-21, c-Kit and BRAF, as well as chromosome 3, 6 and 8 alterations have been implicated in the development of uveal melanoma [5] .
Over 95% of patients have disease limited to the eye at diagnosis. Patients with uveal melanoma often receive eye-preserving plaque radiation therapy and have the same survival as those who undergo enucleation of the eye. Approximately 40% to 50% of patients with primary uveal melanoma develop systemic metastases [6] .
The 5-year and 15-year survival rates from diagnosis of uveal melanoma are 45% and 30%, respectively [6] . The survival of patients with metastatic uveal melanoma is directly related to the site of metastasis. The liver is involved in as many as 95% of individuals who develop metastatic disease and is the exclusive site of systemic metastasis in about 40% of patients [7, 8] . Other common metastatic sites involved include lung (46%), bone (29%) and skin (17%) [8, 9] . Clinical course of uveal melanoma is determined by progression of the disease in the liver. Metastases are frequently detected within 5 years of treatment of uveal melanoma. Upon the occurrence of liver metastases, the lesions are usually multiple and difficult to resect [5] . A number of cytotoxic agents have been used, such as 
